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Characteristics and Alternative Treatment Outcomes of Antimalarial-Refractory Cutaneous Lupus Erythematosus
Cutaneous lupus erythematosus (CLE) is an autoimmune skin disease associated with substantial morbidity.
1 Although antimalarial therapy is considered to be first-line systemic treatment, as many as 50% of patients have recalcitrant disease. 2 Alternative therapies have been investigated for antimalarial-refractory CLE, but the existing literature is limited to small studies without comparative treatment data. 1 We therefore sought to evaluate the characteristics and treatments of antimalarial-refractory CLE. c Includes cyclosporine (n = 6), oral retinoids (n = 5), tumor necrosis factor inhibitors (n = 4), phosphodiesterase inhibitors (n = 4), oral tacrolimus (n = 3), lenalidomide (n = 3), rituximab (n = 2), efalizumab (n = 2), ustekinumab (n = 2), epratuzumab (n = 1), 6-mercaptopurine (n = 1), doxycycline hyclate (n = 1), arginine hydrochloride (n = 1), anti-interferon (n = 1), and leflunomide (n = 1). Table 1) . Of these, nearly all (72 of 73) were treated with hydroxychloroquine sulfate whereas the remaining patient was initially treated with chloroquine phosphate. Twenty of 35 patients with discoid lupus erythematosus (57%) had involvement above and below the neck (generalized discoid lupus erythematosus). Twenty of 64 patients (31%) with data available were active smokers. Concomitant systemic lupus erythematosus (SLE) was present in 22 of the 54 patients (41%) with chronic CLE. Fifty-five of 72 patients (76%) received an alternative antimalarial (chloroquine or quinacrine). Substantial CR (≥50% improvement) was seen in 15 of 33 patients (45%) receiving chloroquine and 10 of 19 (53%) receiving quinacrine (8 in combination with hydroxychloroquine, 1 with chloroquine, and 1 as monotherapy) ( Table 2) . Thalidomide led to substantial CR in 10 of 11 patients (91%), followed by methotrexate sodium in 10 of 19 (53%), dapsone in 8 of 18 (44%), belimumab in 6 of 16 (38%), mycophenolate mofetil hydrochloride in 9 of 25 (36%), and azathioprine sodium in 3 of 12 (25%). Thalidomide had the highest rate of adverse effects (11 of 13 [85%]), with neuropathy occurring in 6 of these (54%).
We found a significant difference among the groups in terms of substantial CR (P = .04). Based on Bonferroni post hoc analysis, only thalidomide was significantly associated with substantial response (P = .003). Patients with CLE without SLE were significantly more likely to have a substantial CR to an alternative antimalarial therapy or nonantimalarial therapy compared with patients with both CLE and SLE (44 of 76 treatment regimens [58%] vs 41 of 103 [40%]; P = .02).
Discussion | To our knowledge, this retrospective study represents the first to analyze the characteristics and treatments of patients with antimalarial-refractory CLE. Generalized DLE was highly prevalent in our cohort, suggesting that this feature predicts treatment resistance.
3 Concordant with previous studies, active tobacco use was highly prevalent in our cohort. 4 Furthermore, SLE was present in 22 of 54 patients with refractory chronic CLE (41%) ( Table 1 ), suggesting that concurrent SLE may represent a risk factor for recalcitrance to antimalarials. Only 55 patients in our cohort (76%) received an alternative or additional antimalarial after hydroxychloroquine treatment failed, suggesting that second-line antimalarials may be underused in recalcitrant CLE.
5 Although some evidence suggests that antimalarial metabolism varies among individuals and response may vary according to serum drug and metabolite levels, antimalarial drug level assays are not widely available and were not recorded in our study participants.
1
Of nonantimalarial treatments, thalidomide and methotrexate were the most effective options. Although thalidomide had the highest rate (85%) of adverse effects, it was the only therapy significantly associated with a substantial response. Belimumab and mycophenolate mofetil demonstrated similar efficacy. This study is the largest, to our knowledge, to report on CLE outcomes using belimumab.
6
Limitations of our study include its retrospective design, lack of use of a validated CLE index given the years of data acquisition, and the potential for patients with concomitant SLE to have received therapies for systemic disease. Nevertheless, this study represents the first, to our knowledge, to describe disease characteristics and systemic treatment outcomes in aggregate for antimalarial-refractory CLE. Abbreviation: CLE, cutaneous lupus erythematosus; NA, not applicable. a Defined as at least 50% improvement in erythema, scaling, hypertrophy, and alopecia. b Defined as less than 50% improvement in erythema, scaling, hypertrophy, and alopecia.
c Defined as no improvement in erythema, scaling, hypertrophy, and alopecia.
d The χ 2 analysis was performed for non-antimalarial regimens only (methotrexate, thalidomide, dapsone, belimumab, azathioprine, and mycophenolate mofetil).
